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DETAILED ACTION 

Claims 26-44 are pending. 

Receipt and consideration of Applicants' amended claim set and 
remarks/arguments mailed on January 13'^^ 2009 is acknowledged. Claims 1-25 were 
cancelled and claim 26 was amended. Claims 33-44 is withdrawn from consideration as 
being drawn to a non-elected invention. Claims under consideration in the instant office 
action are claims 26-32. 

Applicants' arguments, filed 01/13/2009 have been fully considered but they are 
not deemed to be persuasive. Rejections and/or objections not reiterated from previous 
office actions are hereby withdrawn. The following rejections and/or objections are 
either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Election/Restrictions 

Applicants reiterate their traversal arguments on the restriction/elections requirement 
and the office has not included at least one method of treatment claims for prosecution 
with the substance claims despite the applicant's request. 

Examiner while considering the Applicant's arguments finds them unpersuasive. 
Examiner would first like to point to paragraph [0002] where the reference teaches that 
the peroxisome proliferator receptor (PPAR) agonists in the inventions are in particular 
PPAR g agonists. Furthermore Hayward et al, does indeed discloses a pharmaceutical 
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compositions comprising; a tlierapeutically effective amount of a composition 
comprising tlie first compound being a formula 1 claimed in claim 1 and a second 
compound which among other compounds includes an antioxidant compound (claim 
39). Hence, Examiner maintains that no special technical feature exists between the two 
inventions and thereby lacl<s unity of invention. As such the two inventions methods and 
product are not unified by a special technical feature and therefore lacl< unity of 
invention. 

Thereby the restriction requirement is still deemed proper and is therefore made 
FINAL. 

Claims 33-44 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b), as being drawn to a nonelected inventions, there being no allowable generic 
or linking claim. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or deschbed as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill In the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner In which the Invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Rejection of instant claims 26-32 under 35 U.S.C. 103(a) as being 
unpatentable over Watts et al (WO 02/34259) is being maintained for reasons of 
record restated below. 

Instant claims 26-32 are drawn to a combination of an antioxidant agent and a 
mixed PPAR ligand for a and y receptor sub-types, or a selective PPAR ligand for the 
receptor subtype and a selective PPAR ligand for the y receptor sub-type. Further 
limitations includes, wherein the PPAR ligand is a mixed ligand, wherein the 
composition comprises an antioxidant, agent, and a selective PPAR ligand for the a an 
a selective PPAR ligand for the y receptor sub-type, where in the PPAR ligand for the y 
receptor sub-type is rosiglitazone, wherein the composition is a combination of 
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rosiglitazone and coenzyme Qio and a pharmaceutical compositions of the combination 
with one or more pharmaceutically-acceptable excipients. 

Watts disclose a composition comprising a peroxisome proliferator activated 
receptor (PPAR) activator and a benzoquinone (abstract and page 3, lines 6-8, Claim 
1 ). Watts disclose that the PPAR activator preferred is a fibrate or a thiazolidinedione, 
more preferably fenofibrate (page 4, lines 14-17). In claim 10, page 26, Watts recites 
that the PPAR activator in his composition of his claim 1 to be either PPARa or PPARy. 
Furthermore, Watts teaches that PPAR activators are activators of PPARa or PPARy 
and a number of activators are known in the art including the fibrate and 
thiazolidinedione classes of drugs, for which fenofibrate and rosiglitazone respectively 
are well known examples. Watts additionally teaches that activation of PPARa leads to 
lowering of serum triglycerides and that fibrates mainly activates PPARa, but 
bezafibrate has been shown to activate both PPARa and PPARy (page 6, line 29 to 
page 7, line 5). ). Watts teaches that the preferred benzoquinone or precursor thereof is 
a ubiquinone or precursor thereof, more preferably, coenzyme Qio or a precursor 
thereof (page 4, linel 1-12, claim 4) and teaches that Benzoquinones used in his 
present invention should have antioxidant properties, such as the ability to scavenge 
active oxygen species (page 10, lines 11-13). Watts additionally teaches that in vivo the 
oxidized C0Q10 is converted to reduced C0Q10H2 or ubiquinal-10, a potent antioxidant in 
Plasma, in lipoproteins and in tissues (col. 1 1 , lines 27-30). Finally, Watts teaches that 
his invention also provides a pharmaceutical composition comprising a composition of 
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the invention together with a pharmaceutically acceptable carrier or diluent (col.4, lines 
22-24, claim 8). 

It is prima facie obvious to one of ordinary skill in the art to substitute benfibrate 
(Mixed PPARa and PPARy ligand) instead of fenofibrate ( specific PPARa ligand) or 
rosiglitazone (specific PPARy ligand) with fenofibrate (specific PPARa ligand) in 
combination with an antioxidant such as coenzyme Qio taught by Watts et al. Including 
more than one PPAR ligand, such as one specific to PPARa and another specific to 
PPARy in combination with an antioxidant would be well within the capabilities of an 
ordinarily skilled artisan. An ordinary skilled artisan would have been motivated to 
formulate such a composition comprising a combination of an antioxidant and PPAR 
ligand (mixed ligand or PPARa selective and PPARy selective ligand) since a 
combination of PPAR ligand with an antioxidant has been previously taught in the art to 
be used for lowering triglycerides. Additionally, as taught by Watt's et al, different PPAR 
activators are known to exert similar physiological action with respect to lowering 
triglyceride level and substitution of one to another or inclusion of two such agents in a 
composition would be expected to elicit similar if not additive/synergistic effect. 
Accordingly, one of ordinary skill in the art would have been imbued with a reasonable 
expectation of success based on the prior art that a composition comprising PPAR 
ligand and antioxidant for lowering cholesterol and triglycerides to develop a more 
effective treatment option for conditions such as obesity and arthrosclerosis. 

Response to Applicant's argument submitted on 01/13/2009 
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Applicant traverses the above rejection with the disclosure of unexpected data 
associated with their instantly claimed compositions. 

With regards to the Applicant's argument of unexpected results, Applicants data 
presented in the instant disclosure (page 7-8) and the data presented in the affidavit 
1 .132 submitted on 01/13/209 have been considered and found not persuasive. 

The data presented is specifically drawn to the protocol in which the test 
compounds were injected by intraperitoneally route and once daily for 14 days (in the 
instant disclosure page 8) or for 7 days (as described in the 1 .132 affidavit) in a specific 
carrier (5% DMSO/15% solutol/ heated to 65°C), additionally, the solution was pre- 
heated before injection. The PAPR ligands tested includes rosiglitazone (PPARy ligand 
(page 8 of instant disclosure) or fenofibrate (PPARa ligand) with rosiglitazone (10 
mg/kg) (PPARy ligand) (example 2 of the 1 .132 affidavit) and a specific PPARay ligand 
in example 1 of affidavit 1 .132). The mice were treated with the PPAR ligand and 
coenzyme Q10 (10 mg/kg) in the experiments. With respect to the data presented, in 
the 1 .132 affidavit, in both the studies (figure land 2 shown on page 2-3 of the affidavit 
respectively), it appears that the treatment with CoQIO alone achieves much better 
results than the combination of PPARy with CoQIO. Therefore the unexpected results 
claimed by the combination of only one of the PPAR ligand with CoQI 0 are not 
persuasive. Also It Is not clear as to the nature of the control used In the studies; again 
CoQIO appears to perform as well as the control in the studies. The only supposed 
unexpected result or synergistic effect observed was in the combination of PPARa and 
PPARy ligands with CoQ. It has to be noted again here that a control with just the 
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PPARa and PPARy ligands without tlie CoQ was never run in tlie experiments. 
Absence of tliat control data makes it unclear as to the actual combination which gave 
the unexpected results. Just the treatment with PPARa and PPARy or PPAR a with 
CoQ 10 could provide similar or better results. As such the unexpected data presented 
is unpersuasive. 

Additionally, the exact concentration of the agents the process of administration, 
preheating of the solution before injection appears to be critical to achieve the data 
observed in the studies presented. The instant claims are claimed broadly to a 
composition comprising a combination of any mixed or sub-type specific PPAR ligand 
with an antioxidant. For e.g. the unexpected results do not disclose data using 
antioxidants other than coenzyme Q10, or data with just fenfibrate (PPARa ligand). The 
instant claims do not recite these limitations required to achieve synergistic effect. As 
such the data supplied is not in commensuration with the scope of the instant claims. 
Therefore, the unexpected results observed in these studies are with very specific 
parameters and are therefore not commensurate with the full scope of what is claimed 
and the data is not probative of nonobviousness of the full scope of the claims as 
discussed above. 

Additionally, the instant claims are drawn to a composition comprising a 
combination of PPAR ligand and an antioxidant. The unexpected results as argued by 
the applicants are obtained with the method of use of the instantly claimed 
compositions. However, such compositions are known and were taught in the prior art 
at the time of the invention as described by Watt et.al. As such the properties of the 
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individual compounds in the compositions i.e. the PPAR ligand and antioxidant such as 
coenzyme Q10 would be inherently present in the composition. A compound and its 
characteristics cannot be separated. As such the functional properties of reducing 
weight gain when treated together would have been present in the composition of Watt 
which teaches a combination as instantly claimed. It is noted that In re Best (195 USPQ 
430) and In re Fitzgerald (205 USPQ 594) discuss the support of rejections wherein the 
prior art discloses subject matter which there is reason to believe inherently includes 
functions that are newly cited or is identical to a product instantly claimed. In such a 
situation the burden is shifted to the applicants to "prove that subject matter shown to be 
in the prior art does not possess characteristic relied on" (205 USPQ 594, second 
column, first full paragraph). 

Accordingly, the above rejection is maintained. 

Conclusion 

Claims 26-32 are rejected. No claims are allowed 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any Inquiry concerning this communication or earlier communications from the 
examiner should be directed to SAVITHA RAO whose telephone number is (571)270- 
5315. The examiner can normally be reached on Mon-Fri 7.00 am to 4.00 pm.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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